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Abstract
Background: Eight outbreaks of paralytic polio attributable to circulating vaccine-derived poliovirus (cVDPV) have
highlighted the risks associated with oral poliovirus vaccine (OPV) use in areas of low vaccination coverage and poor
hygiene. As the Polio Eradication Initiative enters its final stages, it is important to consider the extent to which these viruses
spread under different conditions, so that appropriate strategies can be devised to prevent or respond to future cVDPV
outbreaks.
Methods and Findings: This paper examines epidemiological (temporal, geographic, age, vaccine history, social group,
ascertainment), and virological (type, genetic diversity, virulence) parameters in order to infer the numbers of individuals
likely to have been infected in each of these cVDPV outbreaks, and in association with single acute flaccid paralysis (AFP)
cases attributable to VDPVs. Although only 114 virologically-confirmed paralytic cases were identified in the eight cVDPV
outbreaks, it is likely that a minimum of hundreds of thousands, and more likely several million individuals were infected
during these events, and that many thousands more have been infected by VDPV lineages within outbreaks which have
escaped detection.
Conclusions: Our estimates of the extent of cVDPV circulation suggest widespread transmission in some countries, as might
be expected from endemic wild poliovirus transmission in these same settings. These methods for inferring extent of
infection will be useful in the context of identifying future surveillance needs, planning for OPV cessation and preparing
outbreak response plans.
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Introduction
Much of the success of the Polio Eradication Initiative (PEI) to
date can be attributed to massive use of oral polio vaccine (OPV),
administered through routine immunisation services and supple-
mentary immunisation activities in the form of National
Immunisation Days (NIDs) and subnational immunisation days
(sNIDs) in over 100 countries since 1988. Though it is a powerful
tool for preventing poliomyelitis, OPV has two disadvantages. In
addition to carrying a low risk of vaccine-associated paralytic
poliomyelitis (VAPP) among vaccinees or their close contacts, it is
now known that vaccine viruses can be serially transmitted
through human hosts, and may revert genetically towards wild-
type transmissibility and virulence.
The degree of genetic change in vaccine-derived polioviruses
(VDPV) is routinely assessed by determining the number of
nucleotide substitutions in the VP1 gene, relative to the sequence
of the Sabin vaccine viruses, and typically occurs at a rate of
approximately 1% per annum[1–4]. A virus is defined as a VDPV if
it has $1% divergence in the VP1 sequence compared to the
corresponding Sabin strain. The prefix c is used to denote
‘‘circulating’’ (two or more clinical cases), and i for VDPV excreted
by immunodeficient individuals[5,6]. The prefix a (for ‘‘ambiguous’’)
is used to describe VDPV isolates from persons with no known
immunodeficiency or environmental isolates whose ultimate source
has not been identified[5].
Eight outbreaks attributable to cVDPV have so far been fully
documented: in Hispaniola, Indonesia, Egypt, Madagascar (62),
Philippines, China and Cambodia, resulting in a total of 114
virologically-confirmed (and an unknown number of undiagnosed
or unreported) cases[1,7–13]. Two further cVDPV outbreaks were
under investigation as this manuscript was submitted, including 5
virologically-confirmed (VC) cases in Myanmar and approximate-
ly 130 VC cases in Nigeria and Niger[14]. Single cases of acute
flaccid paralysis (AFP) attributable to VDPV have been reported
in several other settings[6,7,14–17] and single VDPV isolates have
also been identified in environmental samples and in healthy
contacts of AFP cases[7,14,18–20]
Spread of VDPV infection is likely to be a function of virus
transmissibility, population immunity levels, and other population
characteristics such as density, socio-economic status, sanitation
levels and hygiene-related behaviour, ascertainment efficiency of
infection and/or cases, the nature and scope of response activities,
and chance. Both the transmissibility and virulence (as measured
by the case-to-infection ratio) of VDPVs are difficult to define, as
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they change over time. These properties take on particular
importance as the PEI approaches its final stages.
As part of the plan to discontinue OPV after wild poliovirus
(WPV) eradication, there is discussion of vaccine stockpiles, and
response strategies to manage any polio outbreaks in the ‘‘post-
certification’’ era[21,22]. Among potential outbreak threats is the
possibility that VDPV strains may persist after OPV is
discontinued, or as a consequence of the re-introduction of OPV
into susceptible populations later, from residual vaccine stores or
vaccine manufacturers[23]. Outbreak response strategies should
therefore include methods for estimating the likely geographic
spread of VDPV infection prior to and during an outbreak, so that
vaccination and other response activities cover an appropriate
area. Furthermore, stockpiles of OPV, and in particular
monovalent OPV (mOPV), have been proposed for future polio
outbreak response[22]. The risks associated with such interven-
tions include the potential spread of mOPV-derived VDPV in
susceptible populations. Information on the potential spread of
VDPV in different contexts will be helpful for developing policies
to deal with any such eventualities.
There has been little discussion of the geographic spread of
cVDPV outbreak strains, or of the numbers of infections
associated with these and other reported VDPV episodes. In this
paper, we develop lines of argument to infer the extent of VDPV
spread in outbreak populations. We apply the reasoning to data
from three of the largest reported cVDPV outbreaks (Hispaniola,
Indonesia and Egypt) in order to give crude estimates of the
potential numbers of individuals infected with VDPV in each of
these settings. We then summarise findings for five smaller cVDPV
outbreaks (Madagascar (62), Philippines, China and Cambodia),
and discuss individual VDPV isolates, including iVDPV, and their
implications for vaccine-derived virus spread.
Methods
The data used here come from published reports of eight
documented cVDPV outbreaks, shown in table 1. The following
lines of argument are used to infer the total numbers infected in
each episode:
1 Space-time pattern of cases or other isolates
The further apart that cases or (e.g. environmental) isolates are
identified in space and time, then the further and longer the
implied extent and duration of virus circulation. The total
duration of an outbreak, both before and after the initiation of
response activities, is also indicative of the extent of infection
spread.
Given that virus excretion starts within hours or days after
infection, and usually lasts 4–6 weeks[24], the interval between
successive infections is likely to average 2–4 weeks (this interval
will be inversely related to the population density and the
proportion susceptible, since the presence of large numbers of
susceptibles will favour transmission early in the course of the
infection). This implies an estimate of between 13 and 26
‘‘generations’’ of transmission per year per virus lineage, at least
in immunocompetent populations.
2 Population immunity
A low prevalence of immunity to poliovirus infection (i.e.
enteric immunity) is likely to encourage cVDPV emergence and
spread. The degree of ‘‘naturally-induced’’ immunity can be
inferred from the time since the corresponding wild serotype was
eliminated, while vaccine-induced immunity can be inferred
from the type and extent of past vaccination coverage. Vaccine-
induced immunity is complicated however, since not all
vaccinated individuals become immune (or seropositive), re-
sponses differ by type, and some unvaccinated individuals are
immunised by secondary transmission of vaccine virus. Preva-
lence of immunity to type 2 (at least as reflected by seropositivity)
in any age cohort is likely to be equal to or higher than the
proportion who have received three routine doses or two doses
during campaigns. Immunity (seropositivity) to types 1 and 3 is
likely to be lower than the uptake percentages, and to vary
considerably between populations, as there is evidence for per
dose efficacy as low as 10–20% in some parts of India [25–27].
The relationship between vaccination history and seroprevalence
will depend upon environment, crowding and hygiene, and
deserves further attention. Waning of immunity may need to be
considered in future, but is poorly understood.
Table 1. Summary of reported cVDPV outbreaks with corresponding estimated number of infections
Country
Number of reported
cases Type
Date of onset of
index case
Est. duration of
virus circulation
Estimated number of
cVDPV infections References
Hispaniola (pop{: 16.4
million)
21 VC & 21 PC * 1 July 2000 ,2 years 100,000–200,000 [12,48,49]
Madura, Indonesia
(pop: 3.5 million)
46 VC and 10 PC 1 June 2005 ,2 years 100,000+ [11]
Egypt (pop: 55.8 million) 30 VC 2 1988 ,10 years Several million [1]
Philippines (pop: 75.7
million)
3 VC 1 March 2001 ,3 years 1,000–10,000 [9,62]
Madagascar (pop: 16
million)
4 VC 2 March 2002 ,2.5 years 10,000–50,000 [10]
China (pop: 1.3 billion) 3 VC 1 May 2004 ,1 year 1,000–10,000 [8]
Madagascar (pop: 16
million)
5VC 2 April 2005 ,1.5 years 10,000–50,000 [13]
Cambodia (pop: 14 million) 2 VC 3 Nov 2005 ,2 years 1,000–10,000 [7,14,63]
*VC (virologically-confirmed), PC (polio-compatible)
{approximate population size at the time of the outbreak
doi:10.1371/journal.pone.0003433.t001
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The maximum number of individuals who could be infected
during a cVDPV outbreak is the number susceptible during the
period that the virus circulates.
3 Age distribution of cases
The age distribution of cases reflects the distribution of
immunity in a population at the start of an outbreak, with a
higher average age of cases being consistent with a lower crude
prevalence of infection immunity, and thus with more extensive
(and more rapid) virus spread.
The relationship between the average age of cases (and infected
contacts), and the extent of spread is complicated. The case-to-
infection ratio of wild poliovirus is age-dependent, with a higher
number of infections per case among younger persons[28,29],
which means that the age distribution of disease may not closely
mirror the age distribution of infection. Furthermore, although
poor hygiene practices conducive to VDPV spread may be most
common among young children, older children are likely to travel
further, and contact a broader range of individuals, resulting in
higher rates of effective contact.
4 Outbreak ascertainment and response
The greater the delay between illness onset in the index case,
and the initiation of response activities, the more widespread virus
circulation is likely to be. Similarly, extensive and high-quality
responses are consistent with shorter transmission duration and
reduced geographic spread compared to circumstances in which
the outbreak responses are of poorer quality.
5 Surveillance data
In a polio-free area, the minimum annual expected AFP rate is
at least 1 per 100,000 population aged under 15 years. Data on
the completeness of AFP reporting and case investigation
(including the proportion of AFP cases from whom two adequate
stool specimens are obtained) are collected in many countries.
Data on the likely efficiency of AFP case detection prior to and
during an outbreak can be used to infer what proportion of cases
may have been missed. The extent and results of additional
surveillance activities conducted during VDPV circulation, including
environmental sampling, community stool surveys, and (retrospec-
tive and active) case searches provide information on the extent of
VDPV transmission in the community. Extensive sampling with only
negative results suggests limited transmission, whereas poor
surveillance is at least consistent with widespread infection
transmission.
6 Social characteristics of cases
The extent of VDPV spread will vary between populations.
Cases from disparate social groups suggest wider circulation than
those occurring within the same population subgroup. Population
mobility will influence the geographic extent of virus spread.
cVDPV isolates identified in crowded populations and/or those
with poor hygiene suggest more extensive transmission compared
with those found among socially privileged populations. Similarly,
populations with a high annual growth rate (particularly where this is
determined principally by a high birth rate) will be more prone to
extensive VDPV circulation in the absence of high and continuous
levels of vaccination coverage, due to the relatively high proportion
of new susceptibles being introduced into the population.
7Divergenceof VDPV isolates from the referenceOPV strain
Polioviruses evolve at an annual rate of approximately 1% of
nucleotide substitutions per site in the VP1 gene[1–4,30–32].
Thus, sequencing the VP1 region enables a rough estimate of the
duration of VDPV circulation. The cumulative number of
infections will increase with time and thus the greater the (average)
number of nucleotide substitutions of prevalent viruses, the greater
the implied extent of (prior) infection transmission.
8 Degree of genetic diversity among VDPV isolates
The extent of genetic diversity among isolates provides
information on the patterns of poliovirus transmission. In areas
with sensitive surveillance, low genetic diversity among contem-
porary isolates is consistent with narrow chains of transmission
with limited branching, whereas high diversity follows early and
potentially extensive branching of the chains of transmission. High
diversity implies prolonged circulation in populations with large
immunity gaps.
9 Type-specific properties of VDPVs
OPV viruses and their wild parent strains vary by type in their
relative transmissibility and virulence. For OPV, transmissibility
and virulence are in the order of 2.1,3[33] and 3.2.1[34]
respectively. For WPV, transmissibility is clearly higher than for
OPV strains, and probably roughly equal among types, though
there is some evidence that type 1 may be more transmissible than
types 2 or 3[35]. In terms of virulence, the case-to-infection ratios
for wild viruses appear to be greatest for type 1 (,1:200) and
lowest for types 2 and 3 (,1:1000)[36,37]. Attenuation of Sabin
strains is based on few nucleotide substitutions for types 2 and 3,
with more for type 1[38–41]; thus type 2 or 3 Sabin strains may be
expected to revert more rapidly than type 1.
10 Case-to-infection ratio
The estimated occurrence of 0.36–1.92 cases of VAPP per
million initial doses of OPV administered [34,42–46] provides an
indication of the virulence of Sabin-derived viruses (immediately
or very soon) following vaccine administration. During the course
of serial transmission, their virulence is expected to increase by
genetic reversion towards 1:200 (for type 1) or 1:1000 (for types 2
and 3), although the rate at which this occurs is unknown. The
genetic changes associated with more efficient replication in the
intestine are also associated with increased neurovirulence, and
probably also contribute to more efficient transmissibilities because
of higher yields of excreted virus[47]. Thus, given the number of
paralytic cases caused by a cVDPV, we can estimate (albeit within
a broad range) the number of individuals that may have been
infected. The lower the case-to-infection ratio, then the greater the
implied extent of infection transmission for a given observed (or
inferred) number of cases. This inference also needs to consider
that the case-to-infection ratio may vary by age[28,29].
Results
1 Hispaniola
The first recognized cVDPV outbreak occurred on Hispaniola
resulting in 21 VC and 21 polio-compatible (PC) cases reported in
2000–1[12,48] (figure 1).
1.1 Space-time pattern. Although fewer cases were reported
in Haiti (8 VC and 4 PC) than in the Dominican Republic (DR)
(13 VC and 17 PC), the Haiti cases occurred over a longer
duration of time (1 year versus 6 months) suggesting that
transmission there was more widespread. Cases were reported
from a greater number of departments in the DR than in Haiti (5
versus 3), but this may reflect poor case ascertainment in Haiti,
rather than more localized spread of infection.
Estimating VDPV Spread
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1.2 Population immunity. The last polio case associated
with wild poliovirus was in 1985 in the DR and in 1989 in Haiti,
suggesting that ‘‘naturally-induced’’ immunity to infection was
restricted to adults over 15 and 11 years of age in the two
countries respectively.
NIDs were conducted in DR between 1983 and 1995 and
reported routine OPV3 coverage was ,80% nationally for over a
decade prior to the outbreak (although coverage was as low as
20% in outbreak communities). This implies that by 2000,
susceptibles were concentrated among the under fives (total
,1.2 million), of whom approximately (120.8)61,200,000 =
240,000 children ,5 years old were unvaccinated when the
outbreak occurred. It is likely that at least 200,000 were susceptible
to infection.
In Haiti, the prevalence of immunity was probably much lower,
with reported national OPV3 coverage fluctuating between 30%
and 58% between 1989 and 1999 (but as low as 7% in some
communities), and no history of NIDs. This is consistent with up to
70% of children ,11 years of age being susceptible to infection
when the outbreak occurred, or around 1,600,000 children
(0.7062,300,000).
1.3 The age distribution of cases. The median age of the
virologically-confirmed cases was higher in Haiti than in the DR
(7 years [range: 2–12 years] versus 3 years [range:9 months–
14 years]), reflecting differences in the age distribution of
immunity to infection between the two countries. This age
difference is consistent with more extensive infection spread in
Haiti relative to the DR, both because a greater proportion of the
population was susceptible to infection, and also because a broader
age range of infected people is likely to correspond to a broader
range in contact patterns between infected and susceptible
individuals.
1.4 Ascertainment and response. In the DR, three OPV
campaigns were initiated: 5, 7 and 9 months after paralysis onset
in the index case (see figure 2), resulting in close to 100% coverage
of all children ,5 years. The last known case had onset shortly
after the first round, suggesting that the response was sufficient to
prevent further transmission of the outbreak strain. By contrast,
the first two rounds of vaccination at fixed posts in Haiti in early
2001 resulted in less than 40% coverage of the target population,
and cases continued to occur. The house-to-house campaign
conducted in mid-2001 coincided with the last clinical case and
apparent interruption of cVDPV transmission.
1.5 Surveillance data. AFP surveillance performance
indicators declined prior to the outbreak. By 1999, the non-polio
AFP rate per 100,000 population aged under 15 years was 0.3 in
the DR and 0.12 in Haiti, with adequate stool samples taken from
only 30% of AFP cases in the DR and from 0% in Haiti. The
probability that a non-polio AFP case was reported and that
adequate stool samples were taken was therefore only around 0.1
in the DR (0.360.3) and close to 0 in Haiti. As such, it is highly
unlikely that the index cases were the first infected individuals in
either country. However, the fact that the virus in the DR index
case appears close to ancestral to all subsequent DR viruses is
consistent with its being among the earlier infected individuals in
that country. No AFP cases were identified retrospectively.
From 12 July 2000 to 31 July 2001, 123 AFP cases were
reported from the DR, from which 13 (11%) had type 1 cVDPV
isolated. Only 33 AFP cases were investigated during approxi-
mately the same period in Haiti, of which 8 (24%) were associated
with cVDPV. This corresponds to an annual non-polio AFP rate
of 3.8/100,000 in the DR, and ,0.9/100,000 in Haiti. The
difference in the AFP rate in each country and in the proportion
attributed to cVDPV is further evidence that more cases went
unreported in Haiti than in the DR. The poorer AFP
ascertainment in Haiti compared to the DR is consistent with
more widespread transmission on this part of the island.
Sampling among healthy contacts of AFP cases was conducted
in both countries, with 2/36 contacts positive for type 1 cVDPV in
Haiti and 10/205 positive in the DR. Environmental sampling was
conducted at the peak of the outbreak from sewage, canals, and
public latrines in several sites, with 2/12 (17%) samples from Haiti
Figure 1. Geographic distribution of virologically-confirmed cases (represented by grey circles) and polio compatible cases
(represented by filled stars) associated with type 1 cVDPV outbreak in Hispaniola between July 2000 and July 2001. Environmental
samples that were positive for type 1 cVDPV isolates are represented by light grey triangles.
doi:10.1371/journal.pone.0003433.g001
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and 5/43 (11%) from the DR positive for type 1 cVDPV[49]. The
positive samples came from two urban sites in the DR and one in
Haiti (shown in figure 1), consistent with extensive infection among
these populations (where confirmed polio cases also occurred).
1.6 Social characteristics of cases. Up to five million
Haitians (55% of the population) live in abject poverty, over four
million are without access to safe water and up to three million are
slum-dwellers[50]. Worse living conditions in Haiti relative to the
DR, combined with lower levels of population immunity mean
that VDPV transmission was probably considerably higher than in
the DR.
1.7 Divergence of VDPV isolates from the reference OPV
strain. Characterisation of isolates from the first two reported
cases showed that the outbreak strain had 97.4% and 98.1%
sequence identity to Sabin 1, suggesting that the initiating OPV
dose occurred in late 1998 or early 1999, 18 months before illness
onset in the index case[12]. Assuming an average interval between
infections of 2–4 weeks, this implies 20–40 generations of
transmission occurred prior to the index case.
1.8 Degree of genetic diversity among VDPV
isolates. Sequence analysis of the outbreak isolates suggests
that the initiating dose occurred in Haiti, and was followed by
repeated divergence of the virus lineages[12]. The virus is
estimated to have been introduced into the DR in early 2000, a
few months before illness onset in the index case. The VP1
nucleotide diversity of the Haitian isolates was higher than that of
the Dominican isolates (0.030 versus 0.007 nucleotide differences
per site), consistent with other indicators that transmission was
more widespread, and case ascertainment poorer in Haiti than the
DR.
1.9 Type-specific properties of the cVDPV. The outbreak
strain was derived from Sabin 1, which is the least virulent of the
Sabin strains, and is less transmissible than Sabin 2[51]. Though
the dynamics of VDPV emergence are poorly understood, the low
initial virulence may imply a large number of infections prior to
detection of the first cases.
1.10 Case-to-infection ratio. The first two outbreak isolates
were shown to be highly neurovirulent in a transgenic mouse
model, and replicated to high titres at 39.5uC in cultured cells[12],
suggesting that by July 2001, after approximately 18 months of
circulation, the case-to-infection ratio was likely to have
approached the 1:200 estimated for wild-type 1 virus.
Extent of VDPV infection on Hispaniola
VDPV infection appears to have covered a broader area and
infected many more people in Haiti than in the DR due to the
lower levels of population immunity, poorer sanitation and
hygiene, and a slower response to the outbreak on this part of
the island. The virological evidence suggests that the virus
circulated for over two years in Haiti, and for around nine
months in the DR.
In Haiti, response, surveillance and virological data suggest that
case ascertainment may have been as low as 20%, which is also
consistent with fewer reported cases over a longer time period. A
case-to-infection ratio of 1:200 would suggest that around 12,000
infections (i.e. 12656200 = 12 cases6under-reporting factor6case-
to-infection ratio), occurred in the outbreak period alone. A case-to-
infection ratio of 1:1000 would imply 60,000 infections. Since the
initiating dose was given in Haiti around 20 months prior to the
onset of paralysis in the index case, in a population containing over
one and a half million susceptibles under 10 years old, it is likely that
the total number of infections was at least 100,000.
Thirty polio cases were reported from the DR between July
2000 and January 2001, with surveillance indicators and
virological data suggesting that case ascertainment was probably
around 50%. If the cVDPV had regained a high degree of
virulence (1:200 case-to-infection ratio) for the entire duration of
its circulation, then this would imply that around 12,000 infections
occurred during this period. It is likely that the average case-to-
infection ratio of the cVDPV was lower than 1:200, and that case
ascertainment was lower than 50% in the early stages of the
outbreak (given the results of the retrospective case search and
surveillance indicators for 1999). If case ascertainment had been
40% and the average case-to-infection ratio in the order of 1:1000,
then the total number of infections in the DR would have been
closer to 75,000.
2 Indonesia
In June 2005, a type 1 cVDPV outbreak began in Indonesia,
resulting in 46 VC cases[11]. A concurrent polio outbreak
Figure 2. (adapted from Fig 1; Kew et al. 2002 Science 296: 356:359)Temporal distribution of virologically-confirmed and compatible
cVDPV cases (grey bars) in Haiti (left hand panel) and in the DR (right hand panel), plotted against the left axis. The estimated number
of infections (dotted lines) between the estimated date of the initiating infection and the end of the outbreak is shown against the right hand axis.
The number and temporal distribution of these infections represents our best estimate, assuming infection peaks during the summer months,
average case ascertainment of 20% in Haiti, and 50% in the DR, and constant case to infection ratios of 1:200 (----) or 1:1000 (- - -). Black arrows
indicate the dates of NIDs, dashed arrows represent sub-optimal NIDs (in Haiti), and the smaller arrows represent the rolling immunisation campaign
in Haiti between May and July 2001.
doi:10.1371/journal.pone.0003433.g002
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associated with wild poliovirus type 1 occurred in Indonesia in the
same year.
2.1 Space-time pattern. 45/46 virologically-confirmed
cVDPV cases occurred between June and October 2005 on
Madura island, while one case occurred on the neighbouring
island of Java. VDPV cases occurred in all four of Madura’s
districts (and in 16/68 sub-districts), with several distinct clusters
occurring in the rural northern areas of three of the districts
(figure 3), indicating extensive geographic spread of the virus. Ten
polio-compatible cases occurred during the outbreak period in six
sub-districts, with a temporal and geographic distribution
compatible with virologically-confirmed VDPV (figure 3).
2.2 Population immunity. Prior to the co-circulating
outbreaks of WPV and VDPV in 2005, the last case associated
with WPV was reported from Indonesia in 1995, suggesting that
naturally-induced immunity was restricted to individuals
.10 years old in 2005. NIDs were last conducted in 2001,
following which polio immunisation was restricted to routine
vaccination. Data on vaccination coverage from convenience
samples and non-polio AFP cases suggest that immunisation levels
were particularly low in Madura, with over 50% of those ,5 years
of age having received less than 3 doses of OPV.
With approximately 1.2 million children under 10 years old on
Madura island, it is likely that over half a million were susceptible
to infection during the period of cVDPV emergence. Within
Indonesia, the number of susceptible children under 10 years old
is likely to have been over 10 million by 2005.
2.3 The age distribution of cases. The median age of the
45 Madura cVDPV cases was 2 years (range: 6 months to
14 years). 56% (25) of cases were under 3 years old and 20% (9)
were 5 years or over. The broad age distribution of the cases is
consistent with absence of WPV circulation for over a decade and
variable coverage by vaccination services over the same period,
giving rise to the potential for extensive geographic cVDPV
spread.
2.4 Ascertainment and response. Improved surveillance in
Indonesia following the detection of WPV in May 2005 is likely to
have accelerated the confirmation of the index case as cVDPV in
August 2005, within two months of virus isolation.
In response to the detection of WPV cases, NIDs were
conducted in August, September, and November 2005 (figure 4),
with reported coverage .80% in Madura. Illness onset of the last
identified cVDPV case occurred in October, while illness onset in
the last WPV case on Madura occurred in December.
2.5 Surveillance data. AFP performance surveillance
indicators for Madura prior to the recognition of the cVDPV
outbreak were low, consistent with poor case identification and the
potential for widespread virus circulation.
The non-polio AFP rate per 100,000 children ,15 years of age
was 0.4 per year in 2003 and 0.7 in 2004. Adequate stool samples
were collected from 69% of reported cases in 2004, suggesting that
only about half (0.70 * 0.69 = 0.48) of non-polio AFP cases were
reported and had adequate stool samples collected in the year prior
to recognition of the index case.
The non-polio AFP rate increased to 3.3 per 100,000,15 year
olds during the first half of 2005 when the cVDPV cases were
detected (4/8 reported AFP cases were confirmed as cVDPV
during this period), consistent with poor case ascertainment before
the recognised outbreak period. AFP surveillance performance
was lowest in Sumenep district, which reported the fewest VDPV
cases.
Active searches for AFP cases with paralysis onset in the three
months prior to the index case were conducted in neighborhoods
of confirmed VDPV or WPV cases, and resulted in no further
cases being identified.
2.6 Social characteristics of cases. The majority of the
Madura cases occurred in sub-districts with a population density of
500–1000 persons/km2, and came from poor, rural households,
with low utilisation of health services, and suboptimal hygiene and
sanitation practices, providing ideal conditions for virus spread.
Figure 3. (adapted from Fig 1; Estivariz et al. 2008 JID 197: 347–354) Geographic distribution of virologically-confirmed and polio-
compatible type 1 cVDPV cases on Madura, Indonesia between June and October 2005. Population density in Madura for 2005 is shown
by district
doi:10.1371/journal.pone.0003433.g003
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2.7 Divergence of VDPV isolates from the reference OPV
strain. Characterisation of outbreak isolates demonstrated a
sequence difference between the outbreak strain and Sabin 1 of
1.1–2.2%, suggesting cVDPV circulation for up to two years prior
to detection of the index case, and implying 26–52 ‘‘generations’’
of transmission during this period.
2.8 Degree of genetic diversity among cVDPV isolates. A
phylogenetic analysis of the isolates showed four distinct lineages
were represented in separate geographic clusters, which were
recombinant with other species C enteroviruses. The hete-
rogeneity among the isolates is consistent with extensive
transmission of the outbreak strain.
2.9 Type-specific properties of the cVDPV. Type 1 is the
least virulent of the Sabin strains, consistent with a large number of
infections prior to identification of the index case.
2.10 Case-to-infection ratio. If the outbreak strain had fully
regained a case-to-infection ratio consistent with wild type 1 when
the cases occurred, and if case ascertainment was complete (46 VC
and 10 PC cases), then the minimum number of infected
individuals during the outbreak might have been as low as
10,000. A lower case-to-infection ratio of 1:1,000 would imply in
the region of 50,000 to 60,000 infections during the outbreak
period.
Extent of VDPV infection in Indonesia
These arguments indicate that the spread of VDPV infection in
the Indonesian outbreak was likely to have been extensive on
Madura Island, and limited on Java. Four distinct lineages of the
outbreak VDPV circulated for up to two years (26–52 ‘‘genera-
tions’’) before transmission was terminated, and were present in all
districts in Madura among subgroups of the population who were
poorly immunised, had not been exposed to WPV circulation for
over a decade and who lived in conditions conducive to poliovirus
spread. Ascertainment is unlikely to have been 100% due to the
reported logistical difficulties encountered during the response
activities and limited retrospective searches for AFP cases. The
apparently later introduction, and relatively limited circulation of
type 1 WPV on the same island, also suggests that immunity levels
to type 1 may have been recently boosted by the circulating VDPV
strain, although vaccination response activities would have limited
WPV spread. Taken together, it is not unreasonable to estimate
that at least 100,000 individuals were infected in Indonesia during
the full period in which the VDPV circulated, with the vast
majority residing on Madura.
3 Egypt
A retrospective analysis of stored poliovirus isolates revealed that
type 2 cVDPV circulated in Egypt between 1988 and 1993[1]. Of
30 isolates from this era initially thought to have been wild type 2,
all proved to be cVDPVs.
3.1 Space-time pattern. The recognised cVDPV cases were
from 7 of the 27 governorates of Egypt, with onset dates between
1988 and 1993 (Figure 5). The predominance in the north reflects
the geographic bias in the collection history of the stored samples.
The 7 governorates contain around 50% of the total population.
3.2 Population immunity. Though the last reported wild
type 2 polio case in Egypt was in 1979, the exact date of
eradication of this serotype is unknown since AFP surveillance
began only in 1990[52]. Wild poliovirus types 1 and 3 circulated in
Egypt throughout the 1990s, with type 1 still present up to 2005
[53]. National vaccination data for the period are incomplete, but
suggest that OPV3 coverage was low but gradually increasing
throughout the 1980s.
There were approximately 20 million children under 15, and
around 1.25 million births per year, in Egypt throughout the
1980s[54] suggesting that millions of individuals were susceptible
to WPV2 infection during the outbreak period.
3.3 Age distribution of cases. Age information is no longer
available on the cases from whom the isolates were obtained.
3.4 Ascertainment and response. There was no specific
response to the outbreak in Egypt as it was ascertained
retrospectively. Transmission is likely to have ceased in the mid-
1990s following an increase in OPV coverage[55].
Figure 4. Temporal distribution of virologically-confirmed
(grey bars) and compatible cVDPV cases (dashed bars) in
Madura, plotted against the left axis. The estimated number of
infections (dotted lines) between the estimated date of the initiating
infection and the end of the outbreak is shown against the right hand
axis. The number and temporal distribution of these infections
represents our best estimate, assuming average case ascertainment of
80%, and constant case to infection ratios of 1:200 (----) or 1:1000 (- - -).
Black arrows indicate the dates of NIDs.
doi:10.1371/journal.pone.0003433.g004
Figure 5. Geographic distribution of virologically-confirmed
type 2 cVDPV cases in Egypt between 1988 and 1993. Individual
cases are represented by filled circles of different sizes to show the year
of paralysis onset. Population density for Egypt in 1990 is shown by
governorate.
doi:10.1371/journal.pone.0003433.g005
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3.5 Surveillance data. The 30 confirmed cases are likely to
represent only a fraction of those attributable to the cVDPV as
polio surveillance is known to have been poor during the outbreak
period. There was no routine AFP surveillance. The stored isolates
represent cases visiting particular health facilities after 1988.
3.6 Social characteristics of cases. Data on the social
characteristics of the cases have not been reported, but both the
living and sanitary conditions, and the population density (among
the highest in the world) and frequent mixing patterns in Egypt
favour poliovirus spread, as shown by the persistence of wild type 1
until early 2005.
3.7 Genetic divergence of VDPV isolates from the
reference OPV strain. The outbreak isolates had between
93% and 97% nucleotide sequence identity to the Sabin type 2
strain, and a regression analysis of the VP1 evolution rate suggests
that the lineages resulted from an OPV infection that occurred in
about 1983 (95% CI: 07/79–03/86), as shown in figure 6. This
suggests that cVDPV circulated for approximately 5 years prior to
the date of onset of the first stored isolate, and for around 10 years
in total.
3.8 Degree of genetic diversity among VDPV
isolates. Sequence analyses show a high degree of nucleotide
diversity between the outbreak isolates, consistent with multiple,
extensive chains of transmission and incomplete case
ascertainment[1].
3.9 Type-specific properties of the cVDPV. The Egypt
outbreak was associated with type 2 which is the most
transmissible of the Sabin strains[34,51].
3.10 Case-to-infection ratio. The neurovirulence of two
isolates from the outbreak was measured in transgenic mice and
found to be similar to the prototype wild type 2 strain[1].
Assuming a case-to-infection ratio for wild type 2 of 1:1,000, the
30 reported cases alone are likely to be associated with around
30,000 infections (figure 7).
Extent of infection in Egypt
cVDPV infection appears to have been much more extensive in
Egypt than in the other known cVDPV outbreaks, with continued
circulation for approximately 10 years, the occurrence of recog-
nised cases over a broad area that comprised at least 50% of the
total population, and evidence of multiple chains of transmission.
Very high population density, particularly in slum areas in ‘‘mega-
cities’’ and a high birth rate are likely to have contributed to
extensive spread of infection. Virological evidence, along with
poor case reporting before the 1990s, suggest that many hundreds
of cases were probably associated with the outbreak. Taken
together, the evidence indicates that the cVDPV strains became
endemic in the population completely filling the niche vacated by
the disappearance of indigenous wild type 2 viruses. It is likely that
an appreciable proportion (up to several millions) of the
approximately 12 million children born in Egypt 1983–1993 were
infected with these type 2 cVDPV viruses.
Smaller cVDPV outbreaks
In addition to these 3 large cVDPV outbreaks, 5 further
outbreaks of cVDPV have been documented. Table 2 summarises
the findings from applying the same lines of argument to each of
these five settings and shows that between 1,000 and 50,000
individuals were likely to have been infected in each outbreak. The
virological evidence suggests that the extent of infection was likely
to have been particularly limited in the Philippines, with only a few
susceptible pockets in the population likely to have been affected.
In contrast, the data from Madagascar indicate that conditions
were ideal for cVDPV emergence and spread, as confirmed by the
occurrence of two distinct cVDPV strains and a single AFP case
attributable to VDPV[10,13].
Single VDPV isolate episodes
In addition to these multi-case outbreaks, there have been at
least 35 isolations of VDPV strains which appear, because of VP1
divergence ranging from around 1–3%, to have circulated in
populations for periods of ,1–3 years [5–7,14–20,56,57]. These
isolates include 10 derived from type1, 19 from type 2 and 6 from
type 3, and have been identified in more than 20 countries over
Figure 6. (From: Yang et al, J Virol 2003; 77:8366–8377) Estimate
of the date of initiating OPV dose from the rate of accumu-
lation of synonymous substitutions into VP1 among the 28
type 2 cVDPV isolates for which the dates of sample collection
are known. Abscissa: date of sample collection for each isolate.
Ordinate: Ks, the number of substitutions (Sabin 2 sequence set to zero
substitutions) at synonymous sites in VP1. The evolution rate was
estimated by weighted linear regression. The 95% CI for the estimated
date of the initiating OPV dose, July 1979 to March 1986, is bounded by
parentheses along the abscissa.
doi:10.1371/journal.pone.0003433.g006
Figure 7. The distribution of reported cVDPV cases in Egypt
(grey bars) is shown on the left hand axis. The estimated number
of infections (dotted line) between 1983 (when the initiating infection is
estimated to have occurred) and the end of the outbreak is plotted
against the right hand axis, and represents a best estimate of the
distribution of infections. The approximation for the number of
infections is represented by the area under the curve, and assumes a
constant case to infection ratio of 1:1000, and average case
ascertainment of ,10%.
doi:10.1371/journal.pone.0003433.g007
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the years 1966 to 2007. Although it is impossible to know how
many individuals may have been infected with any of these VDPV
lineages, 100 is a minimum, but 1000 a more likely low-end
estimate, given their estimated duration of circulation and the
estimated annual number of generations of transmission.
iVDPVs
The long-term excretion of VDPV by some immunodeficient
individuals (iVDPV) has been recognized since 1962[58].
Characterization of some of these isolates suggest that, like
cVDPV, the annual rate of nucleotide substitution in VP1 is
around 1%[30,31], with chronic infection being observed for over
10 years in some cases[59,60]. To date, 40 individuals with
prolonged iVDPV infection have been identified[7,14,56] and
(probable) iVDPV isolates from environmental sampling have
been identified in several settings[7,18–20]. So far, most cases and
isolates have been identified in high- or middle-income commu-
nities, where high levels of immunization and good hygiene and
sanitation standards serve to minimize the risk of spread.
However, there has been one documented episode of iVDPV
spread in the US, among the Amish population who often refuse
OPV, with 5 infections including an immunodeficient child with
long-term VDPV excretion[61].
Discussion
Person-to-person transmission of VDPV infection for pro-
longed periods has been recognised in several settings, and has
resulted in eight fully documented multi-case outbreaks of polio.
In addition, over forty VDPVs have been isolated from
individual AFP cases, healthy individuals, immunodeficient
individuals and in environmental samples in other settings.
The important risk factors for cVDPV emergence-low preva-
lence of immunity to poliovirus infection, low OPV coverage and
poor sanitation-are likely to exist in populations where case
ascertainment is incomplete. It is thus likely that the number of
cVDPV cases recognised in these eight outbreaks falls well below
the true number of cases, particularly in Egypt and Haiti, with
the actual incidence of VDPV-attributable paralytic disease
likely to have numbered in the many hundreds.
The spread of VDPV infection was most extensive in Egypt,
where several million individuals may have been infected by type
2 cVDPV which became endemic following the disappearance,
of indigenous wild type 2 virus. In Hispaniola and Indonesia, at
least 100,000 individuals are likely to have been infected in each
setting, while up to 10,000 infections may have occurred in each
of the five smaller outbreaks. The isolates from single AFP cases,
healthy contacts and environmental samples identified in other
episodes, are together likely to correspond to several thousand
infections. A large type 2 VDPV outbreak is currently ongoing,
with roughly 130 cases attributed to the independent emergence
of seven cVDPV lineages in northern Nigeria [14], where
routine trivalent OPV coverage is ,30%, and most supplemen-
tary immunisation activities have largely used type 1 and 3
monovalent OPV. It is likely that many tens, if not hundreds of
thousands of individuals have already been infected with these
lineages, but the full impact of this ongoing outbreak remains to
be seen.
Each of the eight ‘‘outbreaks’’ ended because of OPV
intervention. In Egypt, this intervention occurred as part of the
scale-up of routine OPV during the 1990s (and one could question
its description as an outbreak, given that the cVDPV had
established itself in the population over a period of several years).
Special NIDs were organised to control the seven other outbreaks.
Reports of cVPDV outbreaks and references to other VDPV
isolates have so far focused on the numbers of clinical cases
involved in these episodes. Their full implications come to light
when the underlying infection incidence is considered. Insofar as
eradication of all poliomyelitis is the PEI target, this will require
total cessation of all poliovirus transmission. To describe the
problem of vaccine-derived polio as 114 virologically-confirmed
cases, worldwide, over some twenty years, gives a very different
impression than a description which suggests a minimum of
hundreds of thousands, and more likely several million infections
by vaccine-derived viruses, some of which became endemic in
large populations. It is also possible that other vaccine-derived
virus lineages have circulated for limited time periods, but failed to
cause any clinical cases and were thus unrecognized[61]. The risk
of VDPV appearance and the incidence and spread of these
infections will be important considerations for policies relating to
the cessation of OPV, for future surveillance needs, and for
planning for outbreak control in the future, including stockpiling
vaccines.
Although the methods developed here give wide-ranging
estimates of the numbers infected during each episode, they
nevertheless highlight the need to focus on the extent of infection
spread in the event of future VDPV episodes. As such, these
methods will become increasingly important for planning
surveillance, control and response activities in the current and
future stages of the eradication programme, as attention focuses
towards reducing cases, and ultimately infections, to zero.
Acknowledgments
We gratefully acknowledge the important contributions of the Global
Acute Flaccid Paralysis Surveillance Network (national and international
staff conducting AFP surveillance in 192 countries and carrying out
virologic investigations of AFP cases in 145 polio network laboratories
worldwide).
Author Contributions
Conceived and designed the experiments: PEMF RWS OMK. Analyzed
the data: AW PEMF RWS OMK. Wrote the paper: AW. Contributed to
drafting and revising the manuscript: PEMF RWS OMK.
References
1. Yang CF, Naguib T, Yang SJ, Nasr E, Jorba J, et al. (2003) Circulation of
endemic type 2 vaccine-derived poliovirus in Egypt from 1983 to 1993. J Virol
77: 8366–8377.
2. Bellmunt A, May G, Zell R, Pring-Akerblom P, Verhagen W, et al. (1999)
Evolution of poliovirus type I during 5.5 years of prolonged enteral replication in
an immunodeficient patient. Virology 265: 178–184.
3. Kew OM, Sutter RW, Nottay BK, McDonough MJ, Prevots DR, et al. (1998)
Prolonged replication of a type 1 vaccine-derived poliovirus in an immunode-
ficient patient. J Clin Microbiol 36: 2893–2899.
4. Gavrilin GV, Cherkasova EA, Lipskaya GY, Kew OM, Agol VI (2000)
Evolution of circulating wild poliovirus and of vaccine-derived poliovirus in an
immunodeficient patient: a unifying model. J Virol 74: 7381–7390.
5. (2003) Laboratory surveillance for wild and vaccine-derived polioviruses,
January 2002–June 2003. MMWR Morb Mortal Wkly Rep 52: 913–916.
6. (2002) Expanding contributions of the global laboratory network for poliomy-
elitis eradication, 2000–2001. Wkly Epidemiol Rec 77: 133–137.
7. (2006) Update on vaccine-derived polioviruses. MMWR Morb Mortal Wkly
Rep 55: 1093–1097.
8. Liang X, Zhang Y, Xu W, Wen N, Zuo S, et al. (2006) An outbreak of
poliomyelitis caused by type 1 vaccine-derived poliovirus in China. J Infect Dis
194: 545–551.
9. Shimizu H, Thorley B, Paladin FJ, Brussen KA, Stambos V, et al. (2004)
Circulation of type 1 vaccine-derived poliovirus in the Philippines in 2001.
J Virol 78: 13512–13521.
Estimating VDPV Spread
PLoS ONE | www.plosone.org 10 October 2008 | Volume 3 | Issue 10 | e3433
10. Rousset D, Rakoto-Andrianarivelo M, Razafindratsimandresy R,
Randriamanalina B, Guillot S, et al. (2003) Recombinant vaccine-derived
poliovirus in Madagascar. Emerg Infect Dis 9: 885–887.
11. Estivariz CF, Watkins MA, Handoko D, Rusipah R, Deshpande J, et al. (2008) A
large vaccine-derived poliovirus outbreak on Madura Island–Indonesia, 2005.
J Infect Dis 197: 347–354.
12. Kew O, Morris-Glasgow V, Landaverde M, Burns C, Shaw J, et al. (2002)
Outbreak of poliomyelitis in Hispaniola associated with circulating type 1
vaccine-derived poliovirus. Science 296: 356–359.
13. Rakoto-Andrianarivelo M, Gumede N, Jegouic S, Balanant J,
Andriamamonjy SN, et al. (2008) Reemergence of recombinant vaccine-
derived poliovirus outbreak in Madagascar. J Infect Dis 197: 1427–1435.
14. (2007) Update on vaccine-derived polioviruses–worldwide, January 2006–
August 2007. MMWR Morb Mortal Wkly Rep 56: 996–1001.
15. Chiba Y, Kobayashi M, Chosa T, Yamamoto T, Endo K, et al. (2003)
Molecular epidemiology of type 2 vaccine-associated paralytic poliomyelitis in
china. Jpn J Infect Dis 56: 181–183.
16. Cherkasova EA, Korotkova EA, Yakovenko ML, Ivanova OE, Eremeeva TP, et
al. (2002) Long-term circulation of vaccine-derived poliovirus that causes
paralytic disease. J Virol 76: 6791–6799.
17. Georgescu MM, Balanant J, Macadam A, Otelea D, Combiescu M, et al. (1997)
Evolution of the Sabin type 1 poliovirus in humans: characterization of strains
isolated from patients with vaccine-associated paralytic poliomyelitis. J Virol 71:
7758–7768.
18. Shulman LM, Manor Y, Handsher R, Delpeyroux F, McDonough MJ, et al.
(2000) Molecular and antigenic characterization of a highly evolved derivative of
the type 2 oral poliovaccine strain isolated from sewage in Israel. J Clin
Microbiol 38: 3729–3734.
19. Shulman LM, Manor Y, Sofer D, Handsher R, Swartz T, et al. (2006)
Neurovirulent vaccine-derived polioviruses in sewage from highly immune
populations. PLoS ONE 1: e69.
20. Blomqvist S, Savolainen C, Laine P, Hirttio P, Lamminsalo E, et al. (2004)
Characterization of a highly evolved vaccine-derived poliovirus type 3 isolated
from sewage in Estonia. J Virol 78: 4876–4883.
21. Fine PE, Oblapenko G, Sutter RW (2004) Polio control after certification: major
issues outstanding. Bull World Health Organ 82: 47–52.
22. Fine PE, Sutter RW, Orenstein WA (2001) Stopping a polio outbreak in the
post-eradication era. Dev Biol (Basel) 105: 129–147; discussion 149–150.
23. Dowdle W, van der Avoort H, de Gourville E, Delpeyroux F, Desphande J, et al.
(2006) Containment of polioviruses after eradication and OPV cessation:
characterizing risks to improve management. Risk Anal 26: 1449–1469.
24. Sutter R, Kew O, Cochi S (2003) Poliovirus vaccine- live. In: Plotkin S,
Orenstein WA, eds. Vaccines. Philadelphia: W.B Saunders Company.
25. John TJ, Jayabal P (1972) Oral polio vaccination of children in the tropics. I.
The poor seroconversion rates and the absence of viral interference.
Am J Epidemiol 96: 263–269.
26. Grassly NC, Wenger J, Durrani S, Bahl S, Deshpande JM, et al. (2007)
Protective efficacy of a monovalent oral type 1 poliovirus vaccine: a case-control
study. Lancet 369: 1356–1362.
27. Patriarca PA, Wright PF, John TJ (1991) Factors affecting the immunogenicity
of oral poliovirus vaccine in developing countries: review. Rev Infect Dis 13:
926–939.
28. Bernier RH (1984) Some observations on poliomyelitis lameness surveys. Rev
Infect Dis 6 Suppl 2: S371–375.
29. Melnick JL, Ledinko N (1953) Development of neutralizing antibodies against
the three types of poliomyelitis virus during an epidemic period; the ratio of
inapparent infection to clinical poliomyelitis. Am J Hyg 58: 207–222.
30. Martı´n J, Dunn G, Hull R, Patel V, Minor PD (2000) Evolution of the Sabin
strain of type 3 poliovirus in an immunodeficient patient during the entire 637-
day period of virus excretion. J Virol 74: 3001–3010.
31. Yang CF, Chen HY, Jorba J, Sun HC, Yang SJ, et al. (2005) Intratypic
recombination among lineages of type 1 vaccine-derived poliovirus emerging
during chronic infection of an immunodeficient patient. J Virol 79:
12623–12634.
32. Jorba J, Campagnoli R, De L, Kew O (2008) Calibration of multiple poliovirus
molecular clocks covering an extended evolutionary range. J Virol 82:
4429–4440.
33. Fine PE, Carneiro IA (1999) Transmissibility and persistence of oral polio
vaccine viruses: implications for the global poliomyelitis eradication initiative.
Am J Epidemiol 150: 1001–1021.
34. Strebel PM, Sutter RW, Cochi SL, Biellik RJ, Brink EW, et al. (1992)
Epidemiology of poliomyelitis in the United States one decade after the last
reported case of indigenous wild virus-associated disease. Clin Infect Dis 14:
568–579.
35. Patriarca PA, Sutter RW, Oostvogel PM (1997) Outbreaks of paralytic
poliomyelitis, 1976–1995. J Infect Dis 175 Suppl 1: S165–172.
36. Nathanson N, Martı´n JR (1979) The epidemiology of poliomyelitis: enigmas
surrounding its appearance, epidemicity, and disappearance. Am J Epidemiol
110: 672–692.
37. Gelfand HM, Leblanc DR, Fox JP, Conwell DP (1957) Studies on the
development of natural immunity to poliomyelitis in Louisiana. II. Description
and analysis of episodes of infection observed in study group households.
Am J Hyg 65: 367–385.
38. Bouchard MJ, Lam DH, Racaniello VR (1995) Determinants of attenuation and
temperature sensitivity in the type 1 poliovirus Sabin vaccine. J Virol 69:
4972–4978.
39. Ren RB, Moss EG, Racaniello VR (1991) Identification of two determinants
that attenuate vaccine-related type 2 poliovirus. J Virol 65: 1377–1382.
40. Westrop GD, Wareham KA, Evans DM, Dunn G, Minor PD, et al. (1989)
Genetic basis of attenuation of the Sabin type 3 oral poliovirus vaccine. J Virol
63: 1338–1344.
41. Pollard SR, Dunn G, Cammack N, Minor PD, Almond JW (1989) Nucleotide
sequence of a neurovirulent variant of the type 2 oral poliovirus vaccine. J Virol
63: 4949–4951.
42. Andrus JK, Strebel PM, de Quadros CA, Olive JM (1995) Risk of vaccine-
associated paralytic poliomyelitis in Latin America, 1989–91. Bull World Health
Organ 73: 33–40.
43. Nkowane BM, Wassilak SG, Orenstein WA, Bart KJ, Schonberger LB, et al.
(1987) Vaccine-associated paralytic poliomyelitis. United States: 1973 through
1984. Jama 257: 1335–1340.
44. Joce R, Wood D, Brown D, Begg N (1992) Paralytic poliomyelitis in England
and Wales, 1985–91. Bmj 305: 79–82.
45. de Oliveira LH, Struchiner CJ (2000) Vaccine-associated paralytic poliomyelitis
in Brazil, 1989–1995. Rev Panam Salud Publica 7: 219–224.
46. Kohler KA, Banerjee K, Gary Hlady W, Andrus JK, Sutter RW (2002) Vaccine-
associated paralytic poliomyelitis in India during 1999: decreased risk despite
massive use of oral polio vaccine. Bull World Health Organ 80: 210–216.
47. Minor PD, Dunn G (1988) The effect of sequences in the 59 non-coding region
on the replication of polioviruses in the human gut. J Gen Virol 69(Pt 5):
1091–1096.
48. (2001) Update: Outbreak of poliomyelitis–Dominican Republic and Haiti,
2000–2001. MMWR Morb Mortal Wkly Rep 50: 855–856.
49. Vinje´ J, Gregoricus N, Martı´n J, Gary HE Jr, Caceres VM, et al. (2004) Isolation
and characterization of circulating type 1 vaccine-derived poliovirus from
sewage and stream waters in Hispaniola. J Infect Dis 189: 1168–1175.
50. (2008) Core Health Indicators. In: WHO, ed. Geneva.
51. Benyesh-Melnick M, Melnick JL, Rawls WE, Wimberly I, Oro JB, et al. (1967)
Studies of the immunogenicity, communicability and genetic stability of oral
poliovaccine administered during the winter. Am J Epidemiol 86: 112–136.
52. (2003) Progress toward poliomyelitis eradication–Egypt, 2002. MMWR Morb
Mortal Wkly Rep 52: 252–255.
53. (2004) Progress towards poliomyelitis eradication - Egypt, 2003–2004. MMWR
Morb Mortal Wkly Rep 53: 820–822.
54. UN-Habitat Population Statistics. In: UN-Habitat, ed. Geneva.
55. Aylward RB, Mansour E, El Said AO, Haridi A, Abu El Kheir A, et al. (1997)
The eradication of poliomyelitis in Egypt: critical factors affecting progress to
date. J Infect Dis 175 Suppl 1: S56–61.
56. Kew OM, Sutter RW, de Gourville EM, Dowdle WR, Pallansch MA (2005)
Vaccine-derived polioviruses and the endgame strategy for global polio
eradication. Annu Rev Microbiol 59: 587–635.
57. Korotkova EA, Park R, Cherkasova EA, Lipskaya GY, Chumakov KM, et al.
(2003) Retrospective analysis of a local cessation of vaccination against
poliomyelitis: a possible scenario for the future. J Virol 77: 12460–12465.
58. MacCallum FO (1971) Hypogammaglobulinaemia in the United Kingdom. VII.
The role of humoral antibodies in protection against and recovery from bacterial
and virus infections in hypogammaglobulinaemia. Spec Rep Ser Med Res
Counc (G B) 310: 72–85.
59. MacLennan C, Dunn G, Huissoon AP, Kumararatne DS, Martı´n J, et al. (2004)
Failure to clear persistent vaccine-derived neurovirulent poliovirus infection in
an immunodeficient man. Lancet 363: 1509–1513.
60. Wood DJ, Sutter RW, Dowdle WR (2000) Stopping poliovirus vaccination after
eradication: issues and challenges. Bull World Health Organ 78: 347–357.
61. (2003) Poliovirus infections in four unvaccinated children–Minnesota, August–
October 2005. MMWR Morb Mortal Wkly Rep 54: 1053–1055.
62. (2001) Acute flaccid paralysis associated with circulating vaccine-derived
poliovirus–Philippines, 2001. MMWR Morb Mortal Wkly Rep 50: 874–875.
63. (2005) Poliomyelitis surveillance weekly bulletin. Polio Weekly Bulletin.
Manila.
Estimating VDPV Spread
PLoS ONE | www.plosone.org 11 October 2008 | Volume 3 | Issue 10 | e3433
